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- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
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DETAILED ACTION 
Status of Action 

Applicant's election with traverse of invention I, which encompasses claims 18-28 in the 
reply filed on 06/04/2007 is acknowledged. In view of the requirement for a further species 
election, Applicant elected the species l,3,5(10)-estratrien-3, 15,16,17-tetrol with traverse. The 
traversal is on the ground(s) that there would not be a serious burden to examine all the claims 
together of the present application (see Page 2 of the Remarks). This is not persuasive because a 
search for a method of invention II through XV will require searching for method whereas a 
search for a composition of invention XVI will require searching for product in different fields of 
the literature; thus constitutes a serious burden on the Examiner. 

The requirement is still deemed proper and is therefore made FINAL. 

Status of Claims 

Claims 1-17 are cancelled and, accordingly, claims 18-28 are presented for examination 
on the merits for patentability as they read upon the elected subject matter and claims 29-33 
directed to non-elected inventions are withdrawn. 
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Claim Rejections - 35 USC §112 second paragraph 

The following is a quotation of the second paragraph of 35 U.S.C 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 18-28 are rejected under 35 U.S.C. 112, second paragraph , as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. All dependent claims are included in this rejection. 

Independent claim 18 recites the structural limitation of an estrogenic component by said 
following formula: 




HO h 



It is noted to the Examiner that the chemical structure of the aforementioned estrogenic 
component in claim 1 8 contains a hydrogen atom at C 1 3 position, whereas the chemical structure 
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of the estrogenic component disclosed in the specification and the elected species 1,3,5(10)- 
estratrien-3, 15,16,17-tetrol (see structure below) contain a methyl group at the same position. 
Since a structure of l,3,5(10)-estratrien-3, 15,16,17-tetrol having a hydrogen atom at C13 
position does not existed; 




HO h 



therefore one of ordinary skill in the art would not be reasonably apprised of the scope of the 
invention and renders the claim indefinite. 

Claims 19-28 are rejected because they depend from claim 18 and thus incorporate its 
limitation. 

For examination purpose, the examiner interprets said estrogen component formula as the 
one containing a methyl group at CI 3 position. Applicant is required to clarify the chemical 
structure of said estrogenic component in their reply. 
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In addition, claim 1 8 also recites that said estrogen component selected from the group 
consisting of "precursors" capable of liberating aforementioned estrogenic formula "when used 
in the present method". 

Since the term "precursor" is not defined by the specification, and the specification does 
not provide a standard for ascertaining the requisite degree; therefore, one of ordinary skill in the 
art would not be reasonably apprised the intended limitation for the "precursor" in such a manner 
that whether the precursor is capable of liberating the estrogenic component only when used in 
the present method or it is also capable of liberating the estrogenic component when used in 
other methods. Applicant is advised to remove the term "when used in the present method" 
recited in instant claim 1 8. 

Claims 28 is rejected under 35 U.S.C. 112, second paragraph , as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 18 recites that the "immune mediated disorder is selected from the group 
consisting of autoimmune disease, rheumatoid arthritis, and so on". However, claim 28 also 
recites the "immune mediated disorder consisting of multiple sclerosis, rheumatoid arthritis and 
so on". Since the immune mediated disorder is limited to those diseases recited in claim 18 
because of the transition phase "consisting of used therein; therefore, the recitation of additional 
disease, such as multiple sclerosis, in claim 28 for the immune mediated disorder is improper, 
thus renders claim 28 indefinite. 
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In addition, the claimed autoimmune disease in claim 18 is a subgenus disease group of 
immune mediated disorder. It is broadly encompassed diseases such as multiple sclerosis, 
rheumatoid arthritis, osteoarthritis, psoriasis and so on; thus renders the claim indefinite because 
one of ordinary skill in the art would not be reasonably apprised the scope of the instant 
invention. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it 
is most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

Scope of Enablement of the Invention 

Claims 18-28 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the enablement requirement. The claim(s) contains subject matter which was not described in 
the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

Claims 18-28 while being enabling for treating an immune mediated disease selected 
from the group consisting of autoimmune disease, rheumatoid arthritis, osteoarthritis and those 
as claimed therein in claim 18 comprising the administration of an effective amount of an 
estrogen component of said formula, does not reasonably provide enablement for preventing 
an immune mediated disease in aforementioned method due to the diverse origination and causes 
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of said disease. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention commensurate 
in scope with these claims. 

An analysis of whether the scope of a particular claim(s) is actually supported by the 
disclosure in a patent application requires a determination of whether the disclosure, at the time 
of filing, contained sufficient information regarding the subject matter of the claim at issue so as 
to enable one skilled in the pertained art to use the claimed invention without undue 
experimentation. In re Wands, 8 USPQ 2d 140 (Fed. Cir. 1988). Therefore, the test of 
enablement is not whether experimentation is necessary, but rather, if experimentation is in fact 
necessary, whether it is reasonably considered to be undue. In re Angstadt, 190 USPQ 214, 219 
(CCPA 1976). Determining the issue of enablement with respect to a claim is a question of law 
based on underlying factual findings. In re Vaeck, 20 USPQ 2d, 1444 (Fed. Cir. 1991). More 
particularly, there are many factors to be considered in determining whether there is sufficient 
evidence to support a determination that a disclosure does not satisfy the enablement requirement 
of 35 U.S.C. § 112, first paragraph, and whether any necessary experimentation is reasonably 
considered to be "undue". See In re Wands at page 1404. MPEP § 2164.01(a). The court in In 
re Wands set forth the following factors to be considered, which included, without limitation, 
the: 1). scope or breadth of the claims; 2). nature of the invention; 3). relative level of skill 
possessed by one of ordinary skill in the art; 4). state of, or the amount of knowledge in, the prior 
art; 5). level or degree of predictability, or a lack thereof, in the art; 6). amount of guidance or 
direction provided by the inventor; 7). presence or absence of working examples; and 8). 
quantity of experimentation required to make and use the claimed invention based upon the 
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content of the supporting disclosure. When the above factors are weighed, it is the examiner's 
position that one skilled in the art could not practice the invention without undue 
experimentation. 

Scope or breadth of the claims : 

The claims are broader in scope than the enabling disclosure. The specification, merely 
discloses, without more, the prevention of immune mediated disorder which are developed from 
multiple origins and causes. However, Applicant is claiming utilizing one said estrogenic 
compound in said method can effectively treat an immune mediated disorder in a mammal, or 
can effectively prevent said immune mediated disorder from occurrence, even though these 
diseases are very different in their multitude of development and their origination, implicitly 
include all causes and factors that give rise to such disorder can be treat or prevent by 
administering said single estrogenic compound. 

Nature of the invention: 

The nature of the invention is directed to a method of treating or preventing an immune 
mediated disorder in a mammal, such as autoimmune disease, rheumatoid arthritis and so on, by 
administering an effective amount of estrogenic compound to said mammal. 

State of, or the amount of knowledge in, the prior art : 

It is known in the art that the cause of autoimmune disease is unknown and appears that 
there is an inherited predisposition to develop autoimmune disease in many cases (see Lab Tests 
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Online: autoimmune disorders retrieved online on 08/03/2007 from the internet 
www.labtestsonline.org/understanding/conditions/autoimmune.html, page 1 -3 dated on 
03/11/2007). For example, it is known in the art that there are dozens of different immune- 
mediated glomerular disease existed, such as systemic lupus erythematosus. It is also known that 
such diseases are caused by multiple factors, including genetic and environmental factors, which 
are still an unknown in the scientific field (see Erdbruegger et al. Drug Discovery Today: 
Disease Mechanism, 2004, 1, 73-81). 

Therefore, currently there is no known method that can truly prevent the development of 
immune mediated disease by employing a single therapeutic estrogenic agent because the causes 
of these diseases are either still unknown or derived from diverse factors. 

Amount of guidance or direction provided by the inventor: 

Although the instant specification discloses that said estrogenic component, such as 
estetrol, treats an immune mediated disorder, it remains silent on the prevention of all other 
immune mediated disorders that are caused by genetic or unknown promoting factors. 

Presence or absence of working examples: 

The specification provides some scientific data and working embodiments with respect to 
the administration of estetrol for treating multiple sclerosis and arthritis. t However, in the 
specification, there is no examples of the administration of estetrol for preventing multiple 
sclerosis or arthritis, as well as other immune mediated disorders, such as bacterial infection or 
psoriasis, for example, as claimed in the instant invention. 
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Level or degree of predictability, or a lack thereof, in the art: 

A high degree of unpredictability exists in the state of the art regarding how to prevent all 
the claimed immune mediated disorders. Risk factors evaluation, although, may help to avoid 
the chances of developing an immune mediated disorder, but at this stage of the art, many of 
them are still unknown and cannot be controlled, such as the factor due to the potential of weak 
immune system or the weak gene that one inherits from their parents. 

Quantity of experimentation required to make and use the claimed invention based upon the 
content of the supporting disclosure: 

One of ordinary skill in the art would be required to conduct an undue amount of 
experimentation which is time-consuming and costly such as studies that Applicant has shown 
take years to complete, to reasonably and accurately determine whether an estrogenic component 
and corresponding method of the instant application does in fact effectively prevent all the 
claimed immune mediated disorders in the instant invention. 

With respect to treating an immune mediated disorder, the specification, while being 
enabling for treating an immune mediated disease selected from the group consisting of 
multiple sclerosis and arthritis (see specification, Examples 6-8) comprising the administration 
of an effective amount of estrogen compound of said formula, does not reasonably provide 
enablement for treating an immune mediated disease selected from the group consisting of 
insulin dependent diabetes, system lupus ervthrematosis and those recited in 
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aforementioned method . The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 

Scope or breadth of the claims : 

The claims are broader in scope than the enabling disclosure. The specification merely 
discloses, without more, the treatment of immune mediated disorders other than multiple 
sclerosis and arthritis. However, Applicant is claiming one said estrogenic compound can 
effectively treat all claimed immune mediated disorder in a mammal, regardless the multitude of 
these diseases and their etiology. 

State of, or the amount of knowledge in, the prior art : 

It is well known in the art that the treatment of bacterial infections, for example, would 
involve the administration of an antibiotic, not an estrogenic hormone. It is also well know in 
the art that the treatment of viral infections, for example, would highly depend on the type of 
infection and patient's own immune system (see 

www.tiscali.co.uk/lifestvle/healthfitness/health advice/netdoctor/archive/000489.html retrieved 
on 08/06/2007). Therefore, using one agent, such as an estrogen, to treat the diseases, such as 
bacterial or viral infections, for example, is not known in the present state of prior art or 
scientific knowledges. 



Amount of guidance or direction provided by the inventor: 
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Although the instant specification discloses that said estrogenic component, such as 
estetrol, treats an immune mediated disorder, it remains silent on the treatment of all other 
immune mediated disorders using the same estrogenic compound as claimed in the invention. 

Presence or absence of working examples: 

The specification provides some scientific data and working embodiments with respect to 
the administration of estetrol for treating multiple sclerosis and arthritis. However, in the 
specification, there is no examples of the administration of estetrol for treating all other immune 
mediated disorders, such as bacterial infection, viral infections or psoriasis, for example, as 
claimed in the instant invention. 

Quantity of experimentation required to make and use the claimed invention based upon the 
content of the supporting disclosure: 

One of ordinary skill in the art would be required to conduct an undue amount of 
experimentation which is time-consuming and costly such as studies that Applicant has shown 
take years to complete, to reasonably and accurately determine whether an estrogenic component 
and corresponding method of the instant application does in fact effectively treat all the claimed 
immune mediated disorders in the instant invention. 

In conclusion, it is readily apparent from the aforementioned disclosure, in conjunction 
with a corresponding lack of scientific data and working embodiments regarding the prevention 
of an immune mediated disorder utilizing an estrogenic component, is not enabled. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 



Claims 18-28 are rejected under 35 U.S.C. 103(a) as being unpatentable over Voskuhl R. 
R. (U.S. Patent Application Publication No. 2002/0183299) in view of Spicer et al. (U.S. Patent 
No. 5,340,584). 



Applicant Claims 
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Applicant claims a method of treating or preventing an immune mediated disorder in a 
mammal, wherein (i) said immune mediated disorder is an autoimmune disease, a T-lymphocyte 
mediated disorder, a T-helper 1 mediated disorder or multiple sclerosis (claims 18, 26-28); (ii) by 
administering a therapeutically effective amount of an estrogen component (claims 18-21), in an 
effective amount at least 1 |ng/kg of bodyweight per day, which corresponds to 70-80 (ig/kg of 
bodyweight per day (claim 25) having the structure as follows: 



(iii) for uninterrupted at least 5 days (claim 22) and (iv) via oral administration route (claims 23- 



Voskuhl, R. R. teaches a method of treating autoimmune related disease, more 
specifically Th-1 mediated autoimmune disease such as multiple sclerosis (page 8, claims 2-3), 




24). 



Determination of the scope and content of the prior art (MPEP 2141.01) 
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by administering a steroid hormone, such as an estrogen as the primary therapeutic agent, to 
mammals (page 2, paragraph 0023, line 1-5). Voskuhl, R. R. further teaches that said steroid 
hormone preferably is an estrogen, estriol (estra-1, 3,5(1 0)-triene-3, 16,17-triol) having the 
structure as follow (page 3, paragraph 0038, line 3-5): 




HO h 



Voskuhl, R. R. also teaches that said estrogen may be a metabolite or a derivative of 
estrone (El), estradiol (E2) or estriol (E3) which are active at the estrogen receptor. Said 
estrogen metabolite may have a similar core steroidal structure to El, E2 or E3 and may have a 
hydroxyl functional group at one or more ring positions (page 3, paragraph 0039, line 1-4). 

Voskuhl, R. R. teaches that a therapeutically effective dose of estriol administered to a 
mammal is from about 4 to 16 mg, more specifically, about 8 mg daily (page 3, paragraph 0025, 
line 4-5), which is more than 70-80 |!g/kg daily. In additional, said estrogen dosage may be 



Application/Control Number: 10/517,686 Page 16 

Art Unit: 1616 

administered by oral form (page 2, paragraph 0025, line 5 and page 4, paragraph 0050, line 2) or 
subcutaneous form (page 4, paragraph 0053, line 2) for a period over 9 months duration (page 7, 
paragraph 0098, Table I: see Estriol Treatment column). 

With respect to the instant claims 19-21, the estrogen, estriol, recited in Voskuhl, R. R's 
teaching, which has a hydroxyl group at C3 position of the steroidal core structure and exhibited 
8p, 9a, 130 and 14a configuration in its structure. 

Spicer et al. teach that estriol and estetrol both are natural equivalent estrogenic 
hormones, which can be used interchangeable to each other (column 7, line 1, 5 and 10-13). 

Ascertainment of the difference between the prior art and the claims 

(MPEP 2141.02) 

Voskuhl, R. R does not explicitly teach estetrol as a primary agent used in said method of 
treating or preventing autoimmune mediated disease. However, Voskuhl, R. R does explicitly 
teach that metabolite of estriol, such as those have a different functional group at one or more 
ring position may also be employed instead of estriol. Estetrol is a natural metabolite of estriol, 
which contains an additional hydroxyl group at D-ring position. 

Finding of prima facie obviousness Rational and Motivation (MPEP 2142-2143) 

It would have been obvious to a person of ordinary skilled in the art to combine the 
method, taught by Voskuhl, R. R., of treating multiple sclerosis, which is an autoimmune 
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mediated disease, by administering an estrogenic hormone such as estriol or a metabolite of 
estriol to a mammal together with the method taught by Spicer et al. that estriol and etsetrol are 
functionally equivalent natural estrogen hormones and can be used interchangeable. The 
combination of the teachings from Voskuhl, R. R. and Spicer et al. would successfully derive the 
instant claim invention because Voskuhl, R. R. and Spicer et al.'s methods combined together 
teach every element in the instant claims. 

Furthermore, if such a species or subgenus is structurally similar to that claimed, such as 
estriol and estetrol in this instant, its disclosure may motivate one of ordinary skill in the art to 
choose the claimed species or subgenus from the genus, based on the reasonable expectation that 
structurally similar species usually have similar properties. See, e.g., Dillon, 919 F.2d at 693, 
696, 16 USPQ2d at 1901, 1904. See also Deuel, 51 F.3d at 1558, 34 USPQ2d at 1214 

Therefore, the claimed invention, as a whole, would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made, because the combined 
teachings of the prior art fairly suggests the instant claims. 

Conclusion 

No claims are allowed. 
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Any inquiry concerning this communication from the Examiner should direct to Helen 
Mei-Ping Chui whose telephone number is 571-272-9078. the examiner can normally be 
reached on Monday-Thursday (7:30 am - 5:00 pm). If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor Johann Richter can be reached on 571- 
272-0646. The fax phone number for the organization where the application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either PRIVATE PAIR or PUBLIC PAIR. Status information for 
unpublished applications is available through PRIVATE PAIR only. For more information about 
the PAIR system, see http ://pair-direct. uspto . gov . Should you have questions on access to the 
PRIVATE PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). 




